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Human lymphocyte is transplanted to an immune deficient animal and 
grown and then the animal is immunised with a desired antigen to form 
human-originated lymphocyte producing an antibody against the antigen 
Then said lymphocyte is collected- Also claimed ia a human monoclonal 
antibody specific to the extracellular domain of c-@erbB2@ cancer gene 
prod. . 

USE/ADVANTAGE - The monoclonal antibody is useful for the 
diagnosis and treatment of cancers. 

In an example, human monoclonal antibody against KLH was prepd.. 
Human peripheral blood lymphocyte was transplanted to C.B-17 /Icr-acid 
mouse abdomen. The lymphocyte was recovered from the immunised mouse 
and transformed. The obtd. 18 transf ormants showed productivity of 
KLH-specific antibody. The transformant was fused with SHM-D33 to 
establish 13 antiKHL antibody-producing hybridomas . They include 8 IgA, 
4 IgG and one IgM. Human monoclonal antibody against AFP and against c- 
@erbB2<3 cancer gene prod, were also prepd.. Dwg.0/0 
Derwent Class: @B04<2; @D16@; P31; 

Int Pat Class: A61B-010/00; 0A61K-O39/3950 ; 0C12N-OO5 / 20@ - @C1 2N-015 /06@ - 
@C12P-021/08@; @G01N-033/574@; QG01N-033 /577@ ; 8C12P-021 /08@ 
@C12R-001-91@ 



MB*mm (jp) 02) & ffl 1^ & # (a) (inmamssM* 

#^¥5 -317084 

(43)&I80 ¥i£5 ¥0993) 12/1 3 0 



(51)IntC!. 5 


satire jTrt&ss^ 




F I 




C 1 2 P 21/08 


8214— 4B 








C 1 2 N 5/20 










15/06 












7236 — 4 B 




C 1 2N 


r /aa tj 




8931— 4B 






15/00 t/ 












^S¥4-284052 




(71)fflKA 


000183646 


(22)fflK0 


^4^(1992) 9E280 




(72)5891<f 


«SS=P^EEyL©rt 3 T@ 1 # 1 ^ 
Xii «8 


(31)«5fe*f±3SS^ 


#g¥3-311665 






gtt^{lif£ffr»3gK«t-llj 5 TB 8 #33^ 


(32)ffi5fe0 


¥3(1991)10^300 




(74)«3A 




(33)ffi5t«a5SS 


0* (JP) 










m$imK> ¥j£4f£8J32O0 



























(54) fi#:^thft*UW^R^th^y^D-^tt#:©®ig*)*Mmcg[*felCj;DfPSSSn 
(57) [gft] 

cbw] mm<D&m\zft-rztt#. tow, ig 
wsmzzv* i&m&f-mmzft&ffitts'ru—)-* 

.fcD, c-e r b B 2«5»e?S«b©SBJfi^ H^-f >»C 



—751— 



1 

kh*&'J>/is*©£?jg;S& 
#g£khiij*U>/^£*5Efc$a8U #Stlfc^5E 

S&£kh^y^D-^;MK#©§li£:£fe. 

[SI#B3] c-e r bB2&Jk&?M®l<DMm- 
Fy<>K;*fbT#gttfck h^y^O-^MKfl:. 

[»*S4] tib$mm-\ : *'(>\*c-e r bB2 
S5fie?-^©No. 4 9 5)5^No. 5 0 9075/ 

#. 

[»*S5] TKG4 11* «I5fS^128 1 

6^) ic.to^ssns^/^u-^gt^-cssw* 

[891©I¥«IlfcIft9!] 
[0 0 0 1] 

[8&±©?iJffl#iH lft#g3ikhiiJ*U> 
[0 0 0 2] 

*©ffi#ra:£ <t t. e. mmz nx 

wet Mca-^rst. frrtT^wtiisnsfc 

-ratrvis t s^r-sst^^^-rs b hj 

TMifcH. S^lc. ffiM©Stirebh&fcgE-r*;i<t:tt 
-««fcf*;*ns;:fcTtt&V>©T, Btt£f*$i«:£ 
jg£Tay>^«£$*;i£«fflirc&S. {SIC 

[0003] ±Eras^»r-5fc«>, x^^"f>- 

rt—)V0-i)lX (EBV) Sffl^?>h7>X7*-Afe 
(D. KozborS, Methods in Enz 
ymo logy, 1 2 1 1 40 (1 986) *l n 
v i t r o^f^jfe (C. A. K. Borrebaeck 
•a. J. of Immunology, 1 36 37 1 
0 (1 9 8 6)) #it*6ftT^£. b#b. Vvfft© 



(2) 4$M¥5-3 1 7 0 8 4 

2 

#&IC<fcoTt>gji$n*$i#©£<ttI gMT»5. 
I gMttttH#B*Tft£te»WK in vl 

«e>, «#rs»»iBM«fi<. sstig-rs 

^Wft^y^n-^Hfiffc fcDtottfcM gG£g 
[00 04] 

t> Kit S n& U Wfl** J8 V»T k h * y £ a -IrftWt 

%&m.?zij&z&m-zzt-v&z. sac. #$93 

fc^Tfflfcb hty irn-^a^sfttt-rsctT?* 

[0 0 0 5] 

20 ©&*, k h U >**«ftl^£aaMfcfc4»Stt* & 

i g Attfrss^-rs t h A*y >/m& nz> z. tat 

T«* H 1 £ Jim L*WHS^fS bfc. 
[0 0 0 6] T&*r£, *SHHHU hHJ^/TO&ftft 

[0007] -kiB#55W©*& 

[0 0 0 8] 3 6lc*£9]tt. ±IE*^©kh*yi7 
a-^-)^^©Sj§*feJC<t 0, c - e r b B 2)g®e 

^Sfe©«eiB^ h y-f >K»bTWjittftk h*y ^ d 

[0 0 0 9] *£HTfflfr>«ft£7££n4fel& k h'J 

?F^S(i«bT*ntf. vi-rn©t>©* , bfflv^;:t*tt? 

A*$Stt©^eC. B-17/Icr-s 
c 1 dv£X (G. C. Bosma^, Nature, 
30 1 5 2 7 (1 9 8 3) ) WSUD. 
50 [0 0 10] *ftHTffl<r>&nSk HJ>/tt*l2. 



—752— 



3 

A. HR. UWtfB, B*Mf**©fe©«IUST*i:fc 



(3) 



#K¥5-3 17 084 
[0 0 16] ±I2bfc. ^^©^/^n-^jKftco 



[0011] t h 'J >M#£fcg*££Sl<8>fc£5gSii: §BS*ttfc± 9 . fchc-erbB2 8&fc?g®©iHH 

SjWfett. *fc fc HJ >rt*«*»ftfcS4Kr* C t fc BrtH^-f >fc*f bTftgftft*/ 9 n-:WWffl*»«# 

£Qftts.5ZtWVgZ>. iS-S&Ktt&T. (MOT. B Snfc. *©B»ttTBMB«3fcE«*nTV»S. £ 

fifcftfcfsjesnft^a*. mio« fifet>iio« @ t^*. ens. 

[0 0 17] 

[0012] &v>t% &&*±im®*mm.<r>vm-z9i mmm «t. *BWft«i«fc*^*j:DJww5fc 

\hw- - &%.B.mm n->ifamm-?-a.7)\' [ooi8] mmm 1 

BIRthlM X>5V vtf (1 9 8 7) ) fcBfteft KLH(Keyhole lyinpet hemocyanin) fc*tT-5t: h*/ 

[0 0 13] ft«i!7*» »*©JMfc IMU UW«* 0>y>/TO©«MlQW«M&©ftiJE 

XH:*©IS©U>/X«a»J:DthU>/t«ftH«'r 6®^©C.B-17/Icr-scid (tt) £ffifflb. IBS 

5. jfe-f. F i co 1 1-Hypaque (Ml. 0 §fc»)th*ffiMWW 4X10 7 ffi. BBrt£9tB 

7 7) &{&£J:D4tR*fc&IIU S£fcP last bit. ft*. ftMU WO*©aJBttFi col 1-Hypaque (it 

1 c d 1 s h#«j*^T?*»S»*-r^. SAfSK) ai.077)3t6S££9f??fc. ^S^ttv0.1mg©KHL 

<gjt&5fclfflll&©l&£tt. C©IMira£ttJinft!flrjMI& 20 £0.2ml ©y^n-U (PBS) fcjgfl? 

^3££fc<fc9frft5 HOffiiMflJi. H»©Freund©^75>a./t>hTX'<?7I^a>i 

t©»*©Mnas*tittuT«©»«Kft« b. v>x©KErtca^-bfc. 

b. ^SU&Si^eifilfSS^Ig-rscitlC^O^SC: [0 0 19] ft*. 2®B&P$©fc;£fc«Freund©*7S 

i**T?£<&. Jl©*tlflimtC«t^«LS«, >j;w<S*#«© £7$>oL/t>h£ffiJflU 2*^^*?&0H-6HJ©ftg 

£©&S'?fT&:oT'b2b£X.&<*. *fc. aiBaafflfc Sffofc. ft«WlHiifll«l«©KLHfcjW*thfiI g 

SSSbT^Sfc hfeffiifn7*y>&V— Kl/fcftgE GI©±#OifS01l:il/fc. ft*. 0 1 tc^-T^ 

^Wft^&fc.fc^T'bt h 'J >/l**£#»-r -5 £ b.im -^ttKLHTn- h bfev^f £ dtV- Mcft&vtf 

IBT»*. ±G^SizJ:0. Bfa©ttlKK*rr**tb *jMR*AI*.. =j«(MstbT/t-** 

ti gGffttt&tf i gAtt#fta4-r*bh**u>Ax ^-einrflntn gG&^*tv>x i gc 

[0014] # £ tht*'J >/W 6 1 bfc. 

h*y?a-*;Vft#£#S«-&»;:ra;, ft-f. Kthfi [002 0] ®ftS^J;t)t h U >/^»©0*t h 

AU>;x«ft7%ft-r«. 3R6fl;©3!rS5afttttt»Tr* 7>x7*-a 

0. IIX.I& x^^-f>- n-)V<^^)V7. (EBV) fc&&7&. & &#U*ttS^T*V>fcffitofiSf£-?'7;*. 

SfflWch7>X7*-AS (D. Kozbore. ± JKBl*fctt#U 9B5W&. HKbWEfc&fflbfc. ft 

m »-<t0. Sb<tt : t/^D-^jK«:©^Slc*^ *, ddTffl^fcftifiiStt. tr#* (B#afc© fcffi 

T«fflSnTVi-5ifflBaBl!^S (T. KudoS, Toh Mt bTC.B-17/Icr-scld TC/XBIIIM&S 2S*5*fM 

oku J. ex p. Med. 1 5 4 , 3 4 5 (1 9 8 IU$BRrtfct8:#b. ft**7l*fc«*» JbflBHB> 33* 

8) ) iCfcD, X«^n?>©ffl-&1i:lc:<t Off ft 5 Z. tit KEftttff bT#fc<b©T-*S. JMfflB&#ftb (*UlJB 
T**. ft£&7&fc. $HSE*£*aMfcfcB 4? • JtjRBiS/a *Jra->K#»7:a7* SI 

ftEBVSgiU h7>X7*-A$nfeth4*'J &tt1MX>7^:7^*42(1987)),Ficoll-Hypaque 

>/x«s#rt*»6»«i-*ct , bi?rtB"e*o. c:©aifii <jt*i.077)»fcttK*ofcMJ w^fcawacu 

4)^*si©*afflic^ns>b©Tj&-5. fc. $e>icu>/^tt, ebv h?>x7*-A a.kudo 

[0 0 15] ^JEfl:TO*^ ; E/i'D-^-;i/St**lHl'R ^? Tohoku I.exp. Med.. 154 . 345(1988)) lC«fc K> 

nT^«Hft©^£ICJ:DfTft9C2:«t7r«&. Tftfc) ««©^fift:»Sjffl«bfc^*. 0 2 IC^-f «fc 5 fc t 

b. 0fa©$t^^4-r5t)©ss*?b, -€-ns:«»+ [0021] #&nith7>x7*-Aiaaai 8t*fct> 



—753— 



(4) 



®B!¥5-3 1 7 084 



m^XVit MgA. I gGRtfl gM^-^Jt^t 
[0 0 2 2] h7>X7*- A»ffl®#. KLHftJ^Wfc 

-Ammo i w (lcl8-9) (D^m±mwL\z^x 

-ea&s^its^bfc (04) . 

[0 0 2 3] ®h7>X7*- 



h7>X7:*— Alfflfl&£S8: (SHM-D33) (ATCC C 
RL - 1 6 6 8) iifflMJr&MT.Kudo ^ Tohoku J. c 
xp. Med.. 154 . 345(1988)hffiKHL$W&g£/vr7'J 
K-Yl 3tt£8t:fcL&. 

[0 0 2 4] tn^KLH^Mfit^S^-r-SA-f^U 
h'-Yl 3«clCO^T. £gtt#©?7X#*T&fTftr> 
fc. -fE-©ie*S«l K^Ufc. 1 3**0|*9gRtt, I gA 
8fc, IgG4», IgMlttT^L 
i0 [0 0 2 5] 
[$1] 



KLH#JliW*:£±g-f$/Vf H-Tl 3«c©tt© 







# 3 1 


I gA 


# 64 


I gA 


# 73 


I gA 


# 8 0 


I gA 


# 84 


I gA 


# 89 


I gA 


#10 1 


I gA 


#14 9 


I gA 


# 87 


I gG 


#17 9 


I gG 


#19 1 


I gG 


#195 


I gG 


# 2 2 


I gM 



[0026] mm2 

AFP( cr-fetoproteio) tMt^th^/^D-t;!/ 

6®<£©C.B-17/Icr-scid V^X (fit) fcffifflU IE 
SfcDk h*ffijfilU>A3E** 5X10' <@, KKftlC&ffi 
LTc. fc*. *ffillUWt^©»»ttFicoll-Hypaque 
(H:ai.077)^£,^fcJ;Dfft))t. &3$#ft«>0.1i]ig©A 
FP &0.2ml ©y;^3->J>^ffift^3!k(PBS) ICS 40 
8¥&, I^SCFrcundeO^F^yviA^hTXTjl/va 
>tU TtfXWflg&ftKfS-S-Ufc. ljiRCX3 3iF^ 

ic-en^n2 ®s 1 3 @@©^«p*i^«o^-c*i6b 

[0 0 2 7] ®EB<y4)VX\Z&Z> h7>X7*-A 
3@B©^i^TiaSfCB95-8 ig£±ffi»j lml^-7-? 

fc„ «JBSttl OX^KJIUkffi^rRPM I 1640Jgifilr» 
ffiU 9 5 5g£la-5%iiJK#X (3 7*C) SHST"?* 50 



U *n-=>y«h?>X:7*-/iJMBfc1tfc. b? 
>^7*-A»*»«±nWfc»*. StAFPfttt (thS 
I gG. I gA&SWgl gM) *tg»6n&. 

[0 0 2 8] §HJS0il3 

c-e r bB2«®e^giK)lc^-r5t h^y^n-^- 
(1) St®©flK 

thc-erbB 2m&^m.<^(r>mm\- F*-f 

N**8. No. 49 5±0No. 5 0 9©^^H «■ 
C97S;ifi?J(t His Thr Ala Asn Arg ProGlu Asp G 
la Cys Val Gly Glu Gly Leu ) C 1 8-j8» 

*8HPLCK:<J:9l88?£frpfc. hap ten-con juga 
tion kit (PIERCEttffl) SMU -&^^H*KL 

[0 0 2 9] (2) 'J >/V$<D&mRV®®<D%& 
8S^©C.B-17/Icr-scid V^X (fit) SffiflJU IE 
Sfc 0 t h3tcffi*U >A8 5x10' fl&JBKrtC&tl 

Lfco mm\ztiiffi6 0/zgSMErttC. 5 0/ig 



—754— 



(5) 



5-3 17 0 84 



8 



[0 0 3 0] (3) fffltea^ith^/^n-^ttfr© 

rnteftm B&K^xmsfcJsaju (0.125X 

SII«kD*jJl$£igifii;*ii\ RPMI - 1 6 4 Oi&ifcT 

H&SHM-D33, ATCC CRL-1668) t^j*fc«k OJfflJiaa^L 
it. *77fr7S.>\Z&-&LTc±.&ftmZtiimtlsTm 10 

ffV». c-erbB2 fcft&M&b /?D-±;i,iMfcg£ 
/W^U H-VSiil/fc. H05-6©lttTKG4 1 

* («xws^i 28i6t) ©£g-rst: ney? 

[0 0 3 1] 

[3£W©$!l£J *f6Wt<t0. Bifa©irt#£S£-f£b 



tfwc&s. ft«©«8R8£g< tn«©T. + 

I gAT»5©T, fit^©iBS*^St?*D» ft 
- e r b B 2 S5it£?g«ij©«l!ii&1- K;W ^irttLTft 

-^-;i/fii#:iaig©^»rsrfi&SJc#fflT?$ 

[01] t h*«lifiiU >Att&£&-$-L;fcft&*££v? 
^©jlart^O^iKLH I gGtfMMSftitrB. 

[02] ta^S*U>/^&EBVCh7>X7*-A 
Lfcfflte©?£6#&©#ft£^-r0. 

[03] h^>X!7*-A)!fflJ&««±ffi$*©KLH# 

sfi#©#tfrii£*£*-rei. 

[04] h7>X7*-A«Hlfi (LCL 8-9«c)fc 

m±.mwi tKL h t©KJRKK©i(g**^-r 0. 



II] 



[02] 



10 



a 
o 



0.0 



C 1/i.ooo) 



(1/2.000) 

I' " » 



>/l60 



'/to 



IB 



mrnvm 



46 47 48 4* s» 



—755— 



(6) 



&M¥5-3 17 0 84 



[03] 



0.2 
O.I 
OX> 

OA 
OX) 



J OJB 

ft 0.7 
O 

ae 
0.5 

014 

as 

o.i -j 

OjO 



I 



I 



illilm, .,iHn 



IgA 




llll.lll, 



IgG 



tgM 



I 2 3 4 5 6 7 8 9 tO 1| \Z K |+ IS |6 17 18 



[04] 



to 



t.o- 



0.6 



0.6- 



0.4- 




(sDint.ci. 5 ^sjiB-^ /rwsas^ fi 

// A 6 1 B 10/00 T 

A6 1K 39/395 T 9284 -4C 

GO IN 33/574 Z 9015-2 J 

33/577 B 9015-2 J 
(C12P 21/08 
C12R 1:91) 



